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DETAILED ACTION 

Receipt of RCE dated 3-26-08 is acknowledged. 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 3-26-08 
has been entered. 

Claims 25-45 are pending in the instant application. Instant independent claims have 
been amended recite the drugs or substances that induce abuse. 

Response to Amendment 

2. In response to applicants' amendment, the following new rejection has been 
applied. Applicants' arguments of 9-28-07 have been addressed in the action dated 12- 
1 7-07. Neither of the amendment of 1 2-1 2-07 nor the RCE of 3-26-08 is associated with 
arguments or remarks. 

Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 
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Claims 25-45 are rejected less than 35 U.S.C. 103(a) as being unpatentable over 
WO 98/39000 (WO) in view of US 5,278,176 to Lin and Nath et al or over WO in view of 
Nath et al 

WO teaches methods of treating disorders of attention or improving attention by 
administering an effective amount of a cholinesterase inhibitor. WO teaches that 
acetylcholine is a neural transmitter for transmitting messages across the synapse to a 
cholinergic message by stimulating the cholinergic receptor for neuronal messages 
such as memory (page 3, L 23-29). WO teaches that cholinesterase rapidly destroys 
acetylcholine resulting in a weak cholinergic stimulation, experienced as a memory loss, 
and states that one way to overcome the above loss is to interfere with the ability of 
cholinesterase to degrade acetylcholine, as by treatment with cholinesterase inhibitors 
(page 4, 1 5-12). WO teaches all of the instant claimed compounds, including donepezil, 
for their cholinesterase inhibiting activity and thus inhibiting memory loss (pages 5+). 
WO fails to teach the claimed method of treating substance abuse or treating withdrawal 
symptoms or decreasing the rate of relapse. 

Lin teaches selective and potent nicotinic agonists that are useful in treating 
dementias, attention disorders, and anxiety associated with cognitive impairment or 
substance abuse withdrawal characterized by decreased cholinergic function (abstract). 
Lin teaches that chronic alcoholism (reads on instant substance abuse, see instant 
claim 25) and the resultant brain disease such as Alzheimer's disease, is characterized 
by diffuse reductions in cortical cerebral blood flow in those brain regions where 
cholinergic neurons arise (col. 2, L 61-65). Lin further states that nicotine withdrawal 
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syndrome associated with tobacco use is characterized by craving for nicotine, 
irritability, frustration, anger, difficulty in concentration etc (col. 4, L 60-67). Lin suggests 
that symptoms associated with withdrawal of nicotine or compounds that act as nicotine 
agonists for acetylcholine receptors can alleviate other addictive substances. 

Kish (abstract only) teaches Cognitive impairment has been reported in some 
chronic users of psychostimulants, raising the possibility that long-term drug exposure 
might damage brain neuronal systems, including the cholinergic system which is 
responsible for normal cognition. Kish reports that a measurement of the activity of 
choline acetyltransferase (ChAT), the marker enzyme for cholinergic neurons, in 
autopsied brain of chronic users of cocaine, methamphetamine, and, for comparison, 
heroin showed that as compared with the controls, mean ChAT levels were normal in all 
cortical and sub cortical brain areas examined. However, the two of 12 
methamphetamine users, who had the highest brain/blood drug levels at autopsy, had a 
severe (up to 94%) depletion of ChAT activity in cerebral cortex, striatum, and thalamus. 
Based on the subjects examined in the present study, our neurochemical data, Kish 
states that the brain cholinergic neurone damage is unlikely to be a typical feature of 
chronic use of cocaine, methamphetamine, or heroin, but that exposure to very high 
doses of methamphetamine could impair, at least acutely, cognitive function requiring a 
normal nucleus basalis cholinergic neuronal system. Reduced brain ChAT might be 
explained in part by a hyperthermia-related mechanism as low ChAT levels have also 
been observed in brain of some patients with neuroleptic drug-associated hyperthermia. 
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Studies of cognitive and brain cholinergic status in high dose users of MA are 
warranted. Kish does not teach donepezil for cognitive impairment or cholinergic status. 

It would have been obvious for one of an ordinary skill in the art at the time of the 
instant invention to use the cholinesterase inhibitors such as donepezil and other 
compounds of treating substance abuse or withdrawal symptoms associated with 
substance abuse because both Lin and Kish emphasizes that the cholinergic system 
plays a profound role in substance abuse or drug withdrawal symptoms that are 
associated with substances such as alcohol, cocaine or methamphetamine (which are 
claimed to cause substance abuse) and Lin states that cholinesterase inhibitors 
effectively interfere with and alleviate the substance abuse and the associated 
withdrawal symptoms. Even though Kish states that high doses of drugs impair 
cognitive functioning requiring a normal cholinergic neuronal system, instant claims are 
silent regarding the amount of substances that cause the withdrawal symptoms or 
symptoms of substance abuse. Hence, one of an ordinary skill in the art would have 
expected the cholinesterase inhibitors of WO to be effective in reducing the substance 
abuse or in interfering with the drug withdrawal symptoms caused by abusive drugs 
such as nicotine, cocaine, methamphetamine, alcohol etc. 

While Lin does not teach al of the claimed drugs that result in the abuse or cause 
the withdrawal symptoms, Lin teaches the underlying mechanism that results in the 
claimed abuse and its withdrawal symptoms and hence a skilled artisan would have 
expected to effectively reduce substance abuse, caused by any substance, with the 
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cholinesterase inhibitors of WO. Further, optimizing the amount and the route of 
administration of the compounds of WO, so as to reduce substance addiction and also 
prevent the return to drug seeking behavior would have been within the scope of a 
skilled artisan. 

Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Lakshmi S. Channavajjala whose telephone number is 571-272-0591. The examiner can 
normally be reached on 9.00 AM -5.30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Michael Woodward can be reached on 571-272-8373. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic Business Center (EBC) 
at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer Service Representative 
or access to the automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 

/Lakshmi S Channavajjala/ 
Primary Examiner, 
Art Unit 1611 
June 23, 2008 



